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Objectives Results Overall Survival Results Overall Response Rate and Complete Remission Results
- Advanced systemic mastocytosis (AdvSM) is a rare haematological condition *  The indirect treatment comparison (ITC) results (both MAICs and naive ITCs) comparing avapritinib +  ORR’s and CR rates in the pooled PATHFINDER and EXPLOER population and D2201
S : : greal e Evidence Base with midostaurin for OS are presented in Figure 1 are displayed in Table 2
characterized by abnormal growth and accumulation of mast cells in a patient’s internal o _ _
organs and tissues? . Ac_ross the_z aneilyses performed, avaprltlnlb_ consistently lowered the hazard of death compared with Table 2: Overall response rates and complete remission rates
- Patients with AdvSM experience severe and life-threatening symptoms (such as organ - The systematic literature review identified four relevant single-arm trials: two that investigated midostaurin, with hazard ratios (HRs) ranging from 0.37 t0 0.67 _ ___ . .
damage) that decreases overall survival and affects quality of life avapritinib (EXPLORER and PATHFINDER) and two that investigated midostaurin (D2201 and - Comparing the efficacy population of the avapritinib studies (n = 85) to the efficacy population in the Endpoint Avapritinib responders (%) Midostaurin responders (%)
: . : _ L N : :
- Only two therapies are approved for use in all subtypes of AdvSM: avapritinib (approved A2213) _ _ | cr::;?nosei?;él?osrtr?igfsst glljrinll5), avapritinib roughly halved (44%) the risk of death for patients ORR 69.62% 35.96%
in the US in June 2021) and midostaurin (approved in the US and the EU in 2017)%4 * Both D2201 and A2213 were multicentre, single-arm, open-label, Phase Il studies that P o _ o _ CR 12.66% 1.12%
. Given the rare nature of AdvSM and the lack of head-to-head studies, an understanding evaluated the efficacy and safety of midostaurin in patients with AdvSM!.12 «  Overall, the weighting had little effect on OS as shown in Figure 2 where the weighted and Key: CR, complete remission; ORR, overall response rate.
healthcare professionals and payers escalation stage (Part 1) and a dose-expansion stage (Part 2)*° «  Sensitivity analyses were relatively consistent with the primary analysis, even if the uncertainty was _ _ _ o _ _
o _ _ _ o _ o : : . : : : increased by the smaller number of patients «  The results suggest that, compared with midostaurin, avapritinib was associated with a
* Our objective was to estimate the relative efficacy of avapritinib versus midostaurin in ’ SPQ‘-IE-:E/F(;II‘\IaDv?;riEn?Q ?Znogooi?\% Pohnize(;;iI‘;D;“;;‘E;'aig‘g?r'laggig;ﬁi%?:\U:gcg;ﬂﬁ efficacy and greater odds of a best response and CR (odds ratios [ORs] were all greater than 1)
the treatment of patients with AdvSM, using matching-adjusted indirect comparison . . ’ ’ . . . L Figure 1: Forest plots to show the overall survival results «  Patients treated with avapritinib were 4.06 times more likely to achieve a best response
(MAIC) methodology *  We considered it acceptable to pool data from the efficacy populations investigating the same than patients treated with midostaurin
treatment to decrease the uncertainty associated with small sample sizes?® Avapritinib Population Midostaurin Population Method HR (95% ClI) _ o+ o _ el o )
Pocled”. N'=85 Pl N =15 TR " ] 0.54 (0.32, 0.92) . Pat_lents treated Wlt a\_/aprltlnlb_ were 9.56 times more likely to achieve a CR than
Methods Formulating the MAIC i patients treated with midostaurin
MAIC ¢ - ,- i 0.44 (0.25, 0.76) e ieces ) )
' *  However, it is difficult to draw conclusions from the CR comparison due to the
. . - . . . T _ Pooled* (Prior Th ,N=55 Pooled**, N = 115 Naive ITC = ¥ 0.50 (0.26, 0.96 - i i i i
Evidence Base «  For OS, we identified the following variables as being potentially important prognostic factors and oukodt{(or Thesseyl ooe ave ; ( ; Ismall nur?_zer of pattlentsl who acglte;]vegg R across the studies, which resulted in
- o _ _ _ - included them in the weighting: age (< median, > median in the comparator population), AdvSM MAIC - ‘ 0.39(0.19, 0.80) arge confidence intervais around the LIRS
* Adclinical systematic literature review performed in January 2021 examined the clinical subtype (systemic mastocytosis with associated haematological neoplasm [SM-AHN], aggressive Pooled* (Mido Naive), N = 51 Pooled™*, N = 115 Naive ITC . 0.43 (0.22, 0.84)
evidence for the treatment of AdvSM pub_llshed in MEDLINE® In-Process _(usmg systemic mastocytosis [ASM)], and mast cell leukaemia [MCL]) and race (white, non-white) — . : 0.37 (019, 0.73) Figure 3: Forest plots to show the overall response rate and complete remission results
Pmeed-Com), Embase® and MEDLINE (using Embase.com); the Cochrane Library; - For ORR and CR, the additional variables of ECOG PS (< 2, = 2), KIT D816V mutation status * - T ) - : | Endpoint Avapritinib Population Midostaurin Population Method OR (95% Cl)
and proceedings from relevant conferences . : . L Pooled* (200 mg), N = 44 Pooled™*, N = 115 Naive ITC : - : ‘ 0.67 (0.31, 1.42) o . , :
(positive, negative) and bone marrow mast cell burden (< median, > median in the comparator ; ORR Pooled”, N = 79 D2201, N =89 Naive ITC | S 4.08 (2.14,7.79)
« Additional inclusion and/or exclusion criteria were applied to the literature search results population) were included in the weighting MAIC . — 0.59 (0.27, 1.32) MAIC | —.— 4.06 (3.09, 5.33)
. . . ) | | | | * N = - : —
to identify St_Ud'eS th.at. o _ _ - The number of C-findings per patient also came up as potentially prognostic for all endpoints 0.25 0.50 1.0 2.0 o resed =T DL Na,:/lv :ni:T ° i ) 1;;2 E;:j ;228?;5)
*  Investigated either avapritinib or midostaurin - However, due to the non-comparability of this covariate across the studies, it was not FiEs L N B B B
° Had a Sampie size of >10 patientS appropriate to use it in the Welghtlng Key: Cl, confidence interval; HR, hazard ratio; ITC, indirect treatment comparison; MAIC, matching-adjusted indirect comparison; mido, midostaurin; N, number of patients. 050 1.0 20 40 8.0 16.0
«  Were clinical trials (not observational studies) : . . o _ _ Notes: *Pooled PATHFINDER and EXPLORER population. “Pooled A2213 and D2201 population. OR
: Th_? E?tlint CharaCte”StICS that were Used In the Welghtlng are Summarlzed across the fOUf StUdIeS Key: Cl, confidence interval; CR, complete remission; ITC, indirect treatment comparison; MAIC, matching-adjusted indirect comparison; N, number of
; ) In laple ) ] ) patients; OR, odd ratio; ORR, overall response rate.
Indirect Treatment Comparlsons Figure 2: Kaplan—Meier plots of overall survival results Note: *Pooled PATHFINDER and EXPLORER population.
: : . Table 1: Baseline characteristics used in the weightin

* As AdvSM is a rare disease and no randomized head-to-head or placebo-controlled d J 1.00-
clinical trials have been conducted to date, we used unanchored MAIC methods to Study EXPLORER PATHFINDER A2213 D2201 N _
estimate the relative effect of avapritinib and midostaurin®7 Treatment Avapritinib Avapritinib Midostaurin Midostaurin FE—— Conclusions

«  MAIC methods can be used to adjust for between-trial differences in baseline Population RAC-RE RAC-RE PEP PEP = B
. .. . . . 4 == Midostaurin
patient characteristics in the absence of randomization (N =53) (N=32) (N = 26) (N = 89) s
. . L . - . Age (years), median (range 65 (34, 83 68 (37, 85 64.5 (24, 79 64 (25, 82 - RS . . .

+  The variables used in the weighting were based on those identified as important Rgcémhitg . (%; (range) (47 (89; 3(2 (100; (21 (81; (86 (97; z Despite the limitations associated with unanchored MAICs, this
FFOQI”SS“C LaCtOFS thlf_ou_ghdexp'r?famfy SUbQ&QUP r?”a'yses of the a}:japf't'”'b patient- ECOG PS, n (%) g research suggests that patients treated with avapritinib experienced
evel data, but were limited to those reported in the comparator evidence 0/1 36 (68) 21 (66) 12 (46) 57 (64) a 0.501 = . : : : : _

= — meaningful improvements in survival and response (including ORR
- The baseline characteristics considered were age, gender, race, Eastern Subtvoe of Advszl/\j’ - 17(32) 11 (34) 14 (54) 32 (36) E . CR? - F;I‘ed with midostaurin P ( d
Cooperative Oncology Group Performance Status (ECOG PS), prior systemic YR o @ P
_ ASM 3(5.7) 2 (6.3) 3(12) 16 (18)
therapy, AdvSM subtype, KIT D816V mutation status, bone marrow mast cell SM-AHN 37 (69.8) 26 (81.3) 17 (65) 57 (64) -
burden, serum tryptase level, and number of C-findings (which are used to MCL 13 (24.5) 4 (12.5) 6 (23) 16 (18) ’ References
aSSESS Organ damage in AdVSM as per World Health Organization) KIT D816V mUtation_ s_,tatus, n (%) L IPardanani A. Am J Hematol. 2019;94(3):363-77. 2Novartis. Rydapt. SmPC. 2017. 3Novartis. Rydapt. Package Insert. 2017. “Blueprint Medicines
- The primary endpoint of interest for this research was overall survival (OS) Positive 51 (96.2) 30 (93.8) 19 (73.1) 73 (82.0) contentiuplbade/2015/08/Papulation-diustmentT oD FINAL Te-rerun pa dPhilipno DV, Ades AE. Din 5, ot . Med Decis Mk, P018:38(2):200-211,
) Negative 2 (3.8) 2 (6.3) 6 (23.1) 14 (15.7) 7Signorovitch JE, Sikirica V, Erder MH, et al. Value Health. 2012;15(6):940-947. 8Gotlib J, Pardanani A, Akin C, et al. Blood. 2013;121(13):2393-2401. °US
e Comparlsons were also performed for overall response rate (ORR) and Complete Other 0 (0.0) 0 (0.0) 1(3.8) 2 (2_2)b 0.001 |I\:/|DQ _Avyal;‘it. Highlig':;sAofDPr(?tscribing Ir;fortnr:ation %020, httzi;-s:é/‘\{vng.aczcerSfdrz]ittta.ftlj/?.gov/drugsatfda_doc/s/le;;)eIIZOZO/tZ}ZGOSj;)IOOIbl.sdf. riOEuropea(rj] "
remission (CR) as assessed by the International Working Group- Bone marrow mast cell 50 (5, 95) 50 (10, 95) 50 (5, 95) 50 (8, 98) 5 fo 20 30 40 50 60 70 8 S0 100 110 120 130 e 200 Tomeeting. ehat. Iaatlb 3, KiinNelemans HC, George 11, et al. New Engl 3 Mod. 2016:374(26) 2530.2541. DeAgelo D, Georas T, Linder
Mveloproliferative Neoplasms Research and Treatment and European burden (%), median (range) Time (months) A, et al. Leukemia. 2018;32(2):470-478. **Clinicaltrials.gov., 1h5ttp_s:_//cIin_icaltrials.gov/ct.Z/sho_W/N_CT02561988 4Gotlib J, Radia DHiGGeo_rge Tl et al. 25th
Cy P ¢ Network P Mast i (IWG-MRT-ECNM) criteri F; Key: AdvSM, advanced systemic mastocytosis; ASM, aggressive systemic mastocytosis; ECOG PS, Eastern Cooperative Oncology NliiAB&RAL TSR E:;T&eZ:dHce;ztﬂg%I:rfcse"c('ﬁtl'gg)cmgﬁmr;ﬂ (frzzgklgEZr;rc]?'é;'taalﬁzgs(/’(\j’oc:ttnf’:n/tlsclli?r:g"l"'gﬁfa?:;/f;gjn?I"r:g\tﬂg:%iii?f:ri National Institute for
ompetence Network on Mastocytosis ( ) ) ) critenia Group Performance Status; FAS, full analysis set; MCL, mast cell leukaemia; PEP, primary efficacy population; RAC-RE, response -

. Sensitivity analyses were performed for the avapritinib population who were assessment committee response-evaluable; SM-AHN, systemic mastocytosis with associated haematological neoplasm. & Avapritinib1 85 53 29 16 7 1 0 0 0 0 0 0 0 0 _
midostaurin naive (to compare like-for-like populations), the avapritinib population who Note: @ The patient was positive for the KIT S451C mutation. "The KIT D816V mutation status was unknown. %Avap”“”ibweighted woel B 19 & 1T @ wo§g @ 8 @ 0 8 TDhiSCtljsureS b Bluenrint Medicines. HP. SS and NR o es of Brestied. Brested received comsultancy fee from Bluenrint Media
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